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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election of Group IV claims 17-28 in the reply filed on 04/10/209 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). 

2. Claims 1-16 and 29-35 are now withdrawn as being directed to a non-elected 
invention. 

Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

4. Claims 17-28 are rejected under 35 U.S.C. 103(a) as being obvious over Fan et 
al. in view of Oka et al. and Sharif et al. 

5. Instant claims 17-18 are drawn to the following: 

17. A method of treating a condition in a mammal, comprising: providing a 
recombinant adeno-associated viral (rAAV) vector comprising an exogenous gene 
encoding Apolipoprotein A-l (ApoA-l), ApoA-l Milano, a fragment of ApoA-l or ApoA-l 
Milano, or a derivative of ApoA-l or ApoA-l Milano; and delivering said rAAV vector to 
said mammal in an amount sufficient to treat said condition. 

18. The method of claim 17, wherein said exogenous gene is ApoA-l Milano. 
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Fan et al. teach the AAV-based delivery of human apolipoprotein A-l into the 
skeletal muscle for the treatment of atherosclerosis. Page 1435 of this reference 
describes the construction of the AAV-based plasm id vectors, the vectors where 
designed to comprise the 5' and 3' ITRs of AAV-2, see the following schematic 
representation of the vectors used in this reference: 
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However, Fan et al. does not teach wherein the Apo A-l gene is the Apo A-l 
Milano gene, or wherein the administration comprises delivery to bone marrow cells. 

Oka et al. teach the administration of AAV particles expressing Apo A-l Milano 
gene for the treatment of atherosclerosis. Oka et al. teaches that Apo A-l Milano was 
demonstrated to have even stronger anti-atherogenic effects than wild type ApoA-l. 
Additionally, Oka et al. teach the transduction of rAAV expressing Apo A-l Milano into 
bone marrow cells of ApoE-deficient mice, and the intramuscular injection of rAAV into 
another group. 20 weeks after treatment the mice were then analyzed for 
atherosclerosis. The authors found 60-70% reduction in lesion area in mice that 
received bone marrow expressing Apo A-l Milano, and 38-4% reduction in mice that 
received intramuscular injection. 
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Sharif et al. teach adeno-associated virus mediated Apo A-l Milano gene therapy 
for the treatment of atherosclerosis and restenosis. Sharif et al. provided preliminary 
data using in vivo studies demonstrating successful gene transcription in vivo. In order 
to increase production of Apo A-l Milano, the AAV vector was optimized. 

It would have been obvious to the ordinary skilled artisan to modify the teachings 
of Fan et al., Oka et al. and Sharif et al. in the design of the claimed invention. First, 
one of ordinary skill in the art would have been motivated to modify the teachings of Fan 
et al. with the teachings of Oka et al. and Sharif et al. since Oka et al. in particular, 
teach that Apo-A-I Milano was demonstrated to have a greater anti-atherogenic effect 
than that observed for wild-type Apo A-l. 

In regards to the various limitations recited in claim 23 regarding the amount of 
vector administered to a mammal, since the general conditions of the claimed invention 
are disclosed in the prior art, absent evidence to the contrary, as per MPEP § 2144.05 
[R-5], "[W]here the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation." In re 
Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955). 

Moreover, regarding the rationale for combining prior art elements according to 
known methods to yield predictable results, all of the claimed elements were known in 
the prior art and one skilled in the art could have combined the element as claimed by 
known methods with no change in their respective functions, and the combination would 
have yielded predictable results to one of ordinary skill in the art at the time of the 
invention. 
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6. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Smith whose telephone number is 571- 
272-0757. The examiner can normally be reached on M-F, 10:00 AM through 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Janet L. Epps-Smith/ 

Primary Examiner, Art Unit 1633 



